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At the outset, we wish to thank Joan H. Krause1 and Patricia J. Zettler2 for their
thoughtful commentaries on our article, ‘Back to First Principles: A New Model for
the Regulation of Drug Promotion’. Our New Model is intended as an ‘initial’ pro-
posal for a modern, sustainable regulatory framework that comprehensively addresses
drug promotion while protecting the public health, aligning FDA’s policies with the
First Amendment, establishing clear and understandable rules, andmaintaining the in-
tegrity of the FDA approval process, so we appreciate the feedback and constructive
criticism provided by the commenters. However, we contend that both commenters
downplayed the impact of the First Amendment in establishing the urgent need for an
overhaul of FDA’s oversight of drug promotion.

Recent case law, including the Second Circuit’s decision in United States v. Caro-
nia,3 has recognized that the First Amendment does not permit the government to
prosecute truthful and non-misleading speech by drug manufacturers. Judicial devel-
opments since the publication of our article have continued to recognize the legality of
such speech by drug manufacturers.
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First, in August 2015 in Amarin Pharma, Inc. v. FDA, a federal district court in New
York granted a drug manufacturer preliminary injunctive relief to engage in truthful
and non-misleading speech regarding the use of its triglyceride-lowering drug in a sub-
population that FDAhad not approved.4 The district court ruled that themanufacturer
may make certain truthful statements about the potential benefits of its drug for pa-
tients with ‘persistently high triglycerides’, even though the drug lacks FDA approval
for that particular use.5 Relying onCaronia, the district court determined that theman-
ufacturer’s proposed off-label speech was constitutionally protected and could not, on
its own, form the basis of a misbranding charge.6 Although the government asserted
that the Caronia decision should be limited to its specific facts, the district court dis-
agreed and found that theCaronia holding was ‘categorical, rather than case-specific’.7
Moreover, the district court explicitly recognized—as did our original article8—that
even though the FDA’s regulatory framework was originally created in 1962, it must
be considered and construed ‘in light of contemporary First Amendment law, under
which truthful and non-misleading commercial speech is constitutionally protected’.9

Second, in Pacira Pharmaceuticals, Inc. v. FDA, another drug manufacturer filed a
lawsuit alleging that FDA violated the First and Fifth Amendments and the Adminis-
trative Procedure Act when it issued a warning letter that accused the manufacturer of
off-label promotion.10 The manufacturer alleged the challenged speech was ‘on-label’,
rather than off-label, and even if it were off-label, it was truthful and non-misleading
and therefore constitutionally protected.11 Rather than litigate the case, the govern-
ment reached a settlement with the manufacturer in December 2015. As part of the
settlement, FDA took the unprecedented step of rescinding the warning letter issued
to the manufacturer and revising the approved labeling of the manufacturer’s drug to
eliminate any ambiguity regarding its approved indications.12

The Caronia, Amarin, and Pacira cases have resulted in an urgent need to address
the First Amendment problems created by FDA’s restrictions on speech.The decisions
in Caronia and Amarin both support the principle that truthful and non-misleading
speech, regardless of the speaker and regardless of whether the speech is intended to be
‘promotional’ or’educational’, is constitutionally protected when accompanied by ad-
equate disclosures. In the absence of a legislative and/or regulatory overhaul to FDA’s
drugpromotion regime, thenext lawsuit challengingFDAcould verywell lead a court to
hold FDA’s entire regimeunconstitutional.Webelieve that if a courtwere to extend the
rationale of Caronia and Amarin to its logical conclusion in a facial challenge to FDA’s
existing regime, thenFDAwouldnot be able—consistentwith theFirstAmendment—
to prosecute off-label speech or even speech that is not supported by ‘substantial evi-
dence’13 ‘unless’ FDA could establish that such speech is actually false or misleading.

4 2015WL 4720039, at ∗1 (S.D.N.Y. Aug. 7, 2015).
5 Id.
6 Id.
7 Id. at 24.
8 Alan Bennett et al., Back to First Principles: A NewModel for Drug Promotion, 2 J. L. & BIOSCI. 168, 171 (2015).
9 Id. at 25.
10 See Compl., Pacira Pharms., Inc. v. FDA, No. 15-cv-07055 (S.D.N.Y. Sept. 8, 2015).
11 Id.
12 See Stip. & Order, Pacira Pharms., Inc. v. FDA, No. 15-cv-07055 (S.D.N.Y. Dec. 15, 2015).
13 See Bennett et al., supra note 8, at 183, 185.
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This type of judicial overhaul would likely result in a systemwhere all drugmanufac-
turer speech is permissible, so long as it is truthful andnon-misleading. Although a basic
truthful andnon-misleading standardwould certainly protect drugmanufacturers’ First
Amendment rights, it would likely not achieve all of the objectives of ourNewModel14
and may not protect the interests of healthcare professionals and payors, public health
advocates, academics, or, for that matter, even industry stakeholders. Among other po-
tential weaknesses, a truthful and non-misleading standard for all drug manufacturer
speech would not necessarily promote the development of new uses for drugs. More-
over, such a standardwouldnot necessarily serve thepublic health, given thepotentially
unlimited amount of information that could be disseminated to healthcare profession-
als and payors and the unlimited types of evidence and levels of substantiation upon
which manufacturers could rely to support such communications.

Our New Model proposes a more nuanced approach to drug regulation than a
regime with only a truthful and non-misleading standard. The level of regulation pro-
vided FDA for each category of speech under the New Model is associated with the
strength of the government’s interest in regulating the specific communications in-
cluded within each category and the immediacy of the commercial transaction being
proposed. We believe the NewModel would be preferable to a basic truthful and non-
misleading standard because the New Model should help protect the public health
while maintaining appropriate incentives for manufacturers to develop and study new
uses. At the same time, the NewModel would better align the FDA’s policies with the
First Amendment because theNewModel is based on the premise that FDAmay, con-
sistent with the First Amendment, set reasonable limits on well-defined categories of
commercial speech, provided thatmeaningful and clear alternative avenues of commu-
nication remain open.

Under the NewModel, we proposed that Scientific Exchange, which we defined as
communications that are intended to advance the scientific enterprise, would not be
subject to regulation by FDA. Both Krause and Zettler expressed concerns about ex-
empting Scientific Exchange from FDA regulation given potential difficulties in distin-
guishing between scientific-focused and commercial-focused communications. Refer-
encing alleged promotional abuses in the pharmaceutical industry, Krause questioned
the fundamental premise that scientific information provided by drug manufacturers
could be ‘trustworthy’.15 Zettler also worried that exempting Scientific Exchange from
FDA regulation would not protect the public health.16

In response to the concerns of Krause and Zettler, we wish to emphasize two points.
First, one cannot paint the entire pharmaceutical industry with a broad brush and as-
sume that scientific communications by drug manufacturers are inherently misleading
or manipulative. Whether one agrees or disagrees with the practices of pharmaceuti-
cal manufacturers is largely irrelevant to the question of whether the current regulatory
framework is constitutional. Assuming that all drugmanufacturer communications are
untrustworthy and misleading would fly in the face of the First Amendment as a con-
stitutional matter, and it would also fail to protect the public health as a policy matter,

14 See id. at 190.
15 See Krause, supra note 1, at 6, 7.
16 See Zettler, supra note 2, at 4, 5.
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given that manufacturers are generally in the best position to communicate up-to-date
information about their own drugs.17

Second, the formulation of Scientific Exchange set forth in the NewModel is actu-
ally rather narrow and includes important protections anddisclosure requirements.We
acknowledge that there may be difficulties in distinguishing Scientific Exchange from
other promotional communications in certain cases, but we believe this distinction is
appropriate. Under the NewModel, a communication would only qualify as Scientific
Exchange if (i) it advances the systematic pursuit of knowledge and occurs among only
sophisticated, highly educated, and experienced entities; (ii) the information is factual,
scientific, and data-driven; (iii) the information is placed in the appropriate context,
and (iv) it does not include conclusions or promotional claims about the safety or ef-
fectiveness of a drug for a particular use.We believe that this narrow formulationwould
mean thatmany drugmanufacturer communicationswould not qualify as Scientific Ex-
change and would therefore still be subject to some form of FDA regulation.

We continue to believe that healthcare professionals, payors, and industry stake-
holders would benefit from the implementation of a new regulatory framework for
drug promotion, such as the NewModel. Given recent court decisions in Caronia and
Amarin that have confirmed drug manufacturers’ First Amendment rights, there is an
urgent need for action by policymakers to update FDA’s drug promotional regime be-
fore a court completely upends the current regime.

17 See Bennett et al, supra note 8, at 193.


